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-- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 Responsive to comnnunication(s) filed on 07 January 2004 . 
2a)M This action is FINAL. 2b)n This action is non-final. 

3) n Since this application is in condition for allowance except for fornnal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) |EI Claim(s) 18 and 20-24 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) 0 Claim(s) is/are allowed. 

6) |E1 Claim(s) 18 and 20-24 is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10)13 The drawing(s) filed on 01 September 2000 is/are: a)IEI accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
1 1 )□ The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 1 19 

12)0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 
a)n All b)n Some * c)^ None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

Receipt of Applicant's amendment, filed on January 7, 2004, is acknowledged. 



Double Patenting 

1 . The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. See In re Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. 
Cir. 1993); In reLongi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 
F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 
1970);and, In re Thorington, 418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be used to 
overcome an actual or provisional rejection based on a nonstatutory double patenting ground 
provided the conflicting application or patent is shown to be commonly owned with this 
applicafion. See 37 CFR 1.130(b). 

Effective January 1, 1994, a registered attorney or agent of record riiay sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 
CFR 3.73(b). 

2. Claims 20-23 are provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 20-23 of copending 
Application No. 10/129418. Although the conflicting claims are not identical, they are not 
patentably distinct from each other because both applications are drawn to a method of treatment 
comprising administering a macromer composition comprising a NO carrying region or NO 
modulating compound. 



Claim 20 in the instant application differs from claim 20 in the copending application in the 
following ways: 

a. It includes the limitation that the NO or NO modulating compound is released from the 
macromer composition following polymerization in situ under physiological conditions. 
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Copending claim 20 recites the limitation that the NO or NO modulating compound is released 
from the macromer composition, however, said release is not limited to after polymerization in 
situ under physiological conditions. Thus, copending claim 20 is broader than instant claim 20. 
The NO release recited in claim 20 of the copending apphcation may however take place after 
polymerization in situ under physiological conditions, since nothing prevents said release from 
occurring. In fact, Applicant's specification in copending application teaches that the polymeric 
materials of the invention produce NO and polymerize in situ (See p. 9, lines 14-16). 
Furthermore, there is nothing physically different between the compositions administered in the 
method claimed in the instant application and the composition administered in the method 
claimed in the copending application (See b. below), that would justify differences in NO 
releasing properties. 

b. The macromers of instant claim 20 comprise regions selected from the group consisting of 
water-soluble regions, tissue adhesive regions and polymerizable end group regions, whereas the 
macromer claimed in claim 20 of the copending application has regions selected from the group 
consisting of a water-soluble region, a cell adhesion ligand and a polymerizable region. 
Applicant's specification of the instant application teaches that ligands, such as RGD peptides 
and lectines, which bind to carbohydrate molecules on cells, can also be bound to the polymer to 
increase tissue adhesiveness (See p. 7, lines 3-7). Additionally, Applicant's specification in the 
copending application teaches that cell adhesion peptide sequences are also referred to as cell 
adhesion ligands (See p. 10, lines 24-30) and ligands are contemplated by Applicant as tissue 
adhesive regions (See specification in copending apphcation, p. 11, lines 21-26). Thus, tissue 
adhesive regions and cell adhesion ligands are considered synonymous terms. With regard to the 
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polymerizable regions, claim 20 in the copending application recites the Kmitation "a 
polymerizable region" and not the limitation "polymerizable end group regions" as recited in 
instant claim 20. Thus, copending claim 20 is broader than instant claim 20. Applicant's 
specification in the copending application teaches that polymerizable regions can be attached to 
water-soluble regions, which are attached to the core of the macromer (See p. 14, lines 14-18), 
thus the specification of the copending application provides support for polymerizable end group 
regions, that would render obvious the subject matter claimed in instant claim 20. 

Instant claim 23 and copending claim 23 present idiomatic differences, however, both claims are 
directed to a macromer adhered to tissue or coated onto tissue. 

Although the scope of the copending claims is broader than the scope of the instant claims, the 
two sets of claims are largely coextensive. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 



Claim Rejections - 35 USC § 103 



3. The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 1 02 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

4. Claims 18 and 20-24 are rejected under 35 U.S.C. 103(a) as being unpatentable over Roth 
et al. (U.S. Patent 5,879,713) in view of Trescony et al. (U.S. Patent 5,994,444). 

Roth et al. discloses biodegradable macromers for targeted delivery of bioactive agents, which 
can be rapidly gelled while in contact with aqueous tissue fluids, and teaches that release of the 
bioactive material is prior to degradation or by diffusion from the polymer as it degrades (See 
col. 4, line 55 to col. 5, line 39). Roth et al. teaches that the macromers of the invention may be 
polymerized in situ to serve as carriers for living cells or biologically active material, surgical 
adhesives or coatings for the treatment of restenosis (See col. 5, lines 40-52). Roth et al. teaches 
that the macromers of the invention include a biodegradable region, a water-soluble region and at 
least two photopolymerizable end group regions (See col. 5, line 53 to col. 6, line 67) and can be 
administered directly or indirectly (See col. 10, line 65 to col. 11, line 1 1). 

Thus, with respect to claims 18, 20 and 21, Roth et al. provides methods for the controlled 
delivery of bioactive agents and methods of treatment, comprising administering a macromer 
composition comprising a biodegradable region, a water-soluble region and polymerizable end 
group regions, which is polymerized in situ, and teaches that the release of bioactive agents 
occurs during degradation of the polymer or by diffusion from the polymer. Thus the release of 
the bioactive agent occurs after polymerization in situ, as claimed by Applicant. The water- 
soluble regions disclosed by the patent are tissue adhesives, as claimed by Applicant. Roth et al. 
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is deficient in the sense, that the patent does not specify the biologically active agents, and 
specifically NO modulating compounds, which may be trapped and released fi-om the macromers 
of the invention. 

With regard to claims 22 and 24, Roth et al. provides the teachings that the compositions of the 
invention may be used to treat restenosis (See col. 5, lines 48-52) and may be apphed to a tissue 
lumen or hollow space, which may occur as a resuU of surgery, percutaneous techniques, trauma 
or disease (See col. 11, lines 41-51). 

Regarding claim 23, Roth et al. teaches that the polymeric material of the invention may be 
formed into a coating or sealing for the treatment of biological or clinical situations (See col. 11, 
lines 50-65). 

Trescony et al. provides a biocompatible biodegradable polymeric material capable of releasing 
nitric oxide at an intended site in vivo and discloses a nitric oxide donor embedded in a polymer 
matrix for the treatment of thrombogenesis (See col. 2, lines 5-49 and col. 3, lines 1-67). 

Therefore, it would have been obvious to one having ordinary skill in the art at the time the 
invention was made to modify the methods disclosed by Roth et al., by embedding a nitric oxide 
donor in the macromer of the invention, as taught by Trescony et al., to treat diseases related to 
NO conditions. The expected result would have been a successful method for the controlled 
release of therapeutic agents and a successful method of treatment. Because of the teachings of 
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Roth et al., that the macromers of the invention may be used for the controlled release of active 
agents and for the treatment of diseases, including restenosis, and the teachings of Trescony et 
al, that nitric oxide may be released from biodegradable polymers entrapping nitric oxide donors 
for the local treatment of NO-related conditions, one of ordinary skill in the art would have a 
reasonable expectation that the methods claimed in the instant application would be successful at 
providing treatment of NO-related diseases. Therefore the invention as a whole would have been 
prima facie obvious to one of ordinary skill in the art at the time the invention was made. 

Response to Arguments 

5. Applicant's arguments, filed on January 7, 2004, have been fully considered, but they 
have been found only partially persuasive. 

6. Applicant's arguments with respect to the objection to the preliminary amendment filed 
on November 27, 2000 have been found persuasive, since the term "preferably" does not imply 
the meaning of "required". Accordingly, said objection is withdrawn. 

7. Applicant argues that the prior art of record fails to teach or suggest NO molecules 
complexed to polymeric materials. In response to said argument, it is noted that the clams in 
Applicant's invention are directed to methods comprising a macromer composition comprising a 
NO carrying region or NO modulating compound. The term "comprising" in the claims allows 
for the NO modulating compound to impregnate the polymer matrix, as disclosed by the prior 
art. .In response to Applicant's argument that the references fail to show certain features of 
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applicant's invention, it is noted that the features upon which Applicant relies (i.e., forming a 
complex with NO modulating molecules, size or form of the nitric oxide donor, amount and 
release kinetics of complexed NO modulating molecules) are not recited in the rejected claim(s). 
Although the claims are interpreted in light of the specification, limitations from the specification 
are not read into the claims. See In re Van Geuns,9SS¥. 2d USl, 26 VSPQld 1057 (Fed. Cir. 
1993). 

Conclusion 

8. Claims 18 and 20-24 stand rejected. 

9. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Liliana Di Nola-Baron whose telephone number is 571-272-0592. 
The examiner can normally be reached on Monday through Thursday, 8:30AM-7:00PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Thurman K Page can be reached on 571-272-0602. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EEC) at 866-217-9197 (toll-free). 



March 17, 2004 




